Introduction
Predialysis hypotension had been noted to be a predictor of mortality in hemodialysis (HD) patients. 1, 2 The causes of predialysis hypotension include heart failure, coronary artery disease (CAD), 3, 4 diabetes-related severe autonomic neuropathy, 5 and uremic autonomic neuropathy. 6, 7 Autonomic dysfunction and myocardial fibrosis-related heart failure may cause sudden cardiac death in HD patients. 8 CAD is the most common cause of morbidity and mortality in HD patients. 9 Uremic neuropathy also contributes largely to the morbidity and mortality in patients with renal failure. Previous studies evaluating the impact of predialysis hypotension on the mortality of HD patients did not exclude patients with diabetes mellitus (DM) or cardiovascular disease (CVD). The aim of this study is to further clarify the correlation between predialysis hypotension and mortality in regular long-term HD patients.
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huang et al study period, including medical history, laboratory data, and inclusion and exclusion factors. In addition, all individual information was securely protected and was only available to the investigators. Finally, all primary data were collected according to the Strengthening the Reporting of Observational Studies in Epidemiology guidelines.
Patients
Study patients were recruited from the three hemodialysis centers of Chang Gung Memorial Hospital, Lin-Kou Medical Center, and Taipei and Taoyuan branches. Only maintenance HD (MHD) patients who were aged 18 years or older and had received HD for at least 6 months were enrolled in this study. Patients with malignancies or obvious infectious diseases, as well as those who had been hospitalized or had undergone surgery within 3 months of the investigation, were excluded. DM was defined by either a physician's diagnosis, antidiabetic drug treatment, or if two subsequent analyses demonstrated fasting blood glucose levels of .126 mg/dL. Most patients underwent 4 hours of hemodialysis three times a week. Hemodialysis was performed with single-use hollowfiber dialyzers equipped with modified cellulose, polyamide, or polysulfone membranes. The dialysate used in all cases had a standard ionic composition with a bicarbonate-based buffer. We noted the incidence of CVDs including cerebrovascular disease, CAD, congestive heart failure, and peripheral vascular disease in these patients. Predialysis hypotension was defined as systolic blood pressure (SBP) ,100 mmHg by at least two blood pressure measurements. 10 Hypertension was defined as the regular use of antihypertensive drugs to control blood pressure or at least two blood pressure measurements of .140/90 mmHg.
laboratory parameters
All the blood samples were drawn from the arterial end of the vascular access immediately after the initial 2-day interval for HD and were then centrifuged and stored at −80°C until use.
statistical analysis
Data were analyzed using SPSS, version 12.0 for Windows 95 (SPSS Inc., Chicago, IL, USA). The Kolmogorov-Smirnov test was used to test if variables were normally distributed. A P-value of .0.05 was required to assume a normal distribution. Unless otherwise stated, continuous variables were expressed as mean ± standard deviation or median (interquartile range), and categorical variables were expressed as numbers or percentages. χ 2 or Fisher's exact tests were used to analyze the correlation between categorical variables. Comparisons between two groups were performed using the Mann-Whitney U-test and Student's t-test. Risk factors for predialysis hypotension were assessed by performing univariate logistic regression analysis, and all variables with P,0.1 were included in a multivariate analysis by applying a multiple logistic regression based on forward elimination of data. The data of intact parathyroid hormone, serum ferritin, and high-sensitivity C-reactive protein levels were log-transformed for regression analysis. Risk factors for mortality were assessed by performing univariate Cox regression analysis, and variables with P,0.1 were included in a multivariate analysis by applying a multiple Cox regression based on forward elimination of data.
Results
subject characteristics
As shown in 
Clinical predictors of pre-dialysis hypotension
Univariate logistic regression identified several clinical variables that were significantly associated with predialysis hypotension ( 
Clinical predictors of 12 months mortality
Multivariate Cox regression analysis showed that age (P,0.001), body mass index (P=0.003), hepatitis B virus infection (P=0.026), and anuria (P=0.022) were associated with higher probability of 12 months mortality. Hemoglobin (P,0.001), serum albumin (P=0.039), and predialysis hypotension (P=0.011) were associated with lower probability of 12 months mortality ( Figure 1 ).
Clinical predictors of 24 months mortality
Multivariate Cox regression analysis showed that age (P,0.001), DM (P,0.001), and anuria (P=0.031) were associated with higher probability of 24-month mortality. Serum albumin (P,0.001) was associated with lower probability of 24-month mortality. Predialysis hypotension was not associated with 24 months mortality ( Figure 1 ).
Clinical predictors of 36 months mortality
Multivariate Cox regression analysis showed that age (P,0.001), male sex (P=0.029), anuria (P=0.004), and DM (P=0.011) were associated with higher probability of 36 months mortality. Use of arteriovenous fistula as vascular access (P=0.023), Kt/V Daugirdas (P=0.020), hemoglobin (P=0.023), serum albumin (P=0.002), and predialysis creatinine (P=0.005) were associated with lower probability of 36 months mortality. Predialysis hypotension was not associated with 36 months mortality ( Figure 1 ). The cumulative survival rate was different between patients with and without predialysis hypotension in 12-month observation (Figure 2A, P=0.045) ; however, the 24 ( Figure 2B , P=0.183) and 36 ( Figure 2C , P=0.478) months survival rates were not significantly different between patients with and without predialysis hypotension.
Discussion
Intradialytic hypotension (IDH) was usually considered as a mortality risk factor. However, observational studies had different results. Tisler et al 11 showed that neither frequent IDH nor occasional IDH was associated with mortality. Others found associations between IDH and greater all-cause mortality, a composite outcome of myocardial infarction, stroke, and cardiovascular (CV) mortality. 12, 13 All patients in this study a nonnormal distribution data are presented as median (interquartile range). Abbreviations: hBV, hepatitis B virus infection; DM, diabetes mellitus; hCV, hepatitis C virus infection; nPCR, normalized protein catabolic rate; hsCRP, high-sensitivity C-reactive protein; lDl, low-density lipoprotein; Kt/V urea, dialysis clearance of urea; CVD, cardiovascular disease.
with predialysis hypotension had nadir SBP ,100 mmHg, which was the definition of IDH in many studies. But the results in this study showed that predialysis hypotension was not associated with all-cause 24-and 36-month mortality. Predialysis hypotension was even associated with lower probability of 12-month mortality.
Although mostly asymptomatic or with minimal symptoms, the presence of orthostatic hypotension in the general population increases mortality and the incidence of myocardial infarction, stroke, heart failure, and atrial fibrillation independently.
14 Postprandial hypotension has also been noted to be a risk factor for CV mortality in the general population. 15 In the present study, predialysis hypotension was not a predictor of all-cause mortality. The reasons behind the opposite results of hypotension in mortality between the general population and HD patients still need further investigation.
Robinson et al 2 showed that compared with predialysis SBP of 130-159 mmHg, mortality was 13% higher in facilities that had 20% more patients with SBP of 110-129 mmHg and 16% higher in facilities that had 20% more patients with SBP of .160 mmHg. For patient-level SBP, mortality was elevated at low (,130 mmHg), not high ($180 mmHg), SBP. The hazard ratio (HR) of SBP ,110 mmHg for mortality was elevated (HR: 1.55, 95% CI: 1.39-1.71, P,0.001), compared with BP in the range of 130-139 mmHg. The percentages of CVD, cerebrovascular disease, congestive heart failure, lung disease, peripheral vascular disease, and cancer in patients with predialysis SBP ,110 mmHg were significantly higher than the reference group, which had SBP in the range of 130-139 mmHg in the study of Robinson et al. 2 In the present study, the patients with predialysis hypotension did not have higher percentage of CVD than those without predialysis hypotension. This might be the reason that our predialysis hypotension patients did not have higher mortality rate than patients without predialysis hypotension. Inaba et al 16 also showed that in Japanese HD patients, both low and high BP were associated with all-cause mortality. Zager et al 17 demonstrated that predialysis, neither systolic nor diastolic hypertension was associated with an increase in CV mortality. 
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Predialysis hypotension in hD patients Postdialysis, SBP $180 mmHg (relative risk [RR]: 1.96, P,0.015) and diastolic blood pressure $90 mmHg (RR: 1.73, P,0.05) were associated with increased CV mortality. Low SBP (SBP ,110 mmHg) was associated with increased CV mortality, pre-and postdialysis. The present study is the first to demonstrate that predialysis hypotension was not associated with 24-and 36-month mortality in HD patients.
Predialysis hypotension might result from heart failure, 18 diabetic autonomic neuropathy, and uremic autonomic neuropathy. 19 However, the present study showed that DM had a negative association with predialysis hypotension and that CVD was not associated with predialysis hypotension. These might be the reasons that our patients with predialysis hypotension did not have higher mortality than those without predialysis hypotension. Higher Kt/V Daugirdas was a predictor of predialysis hypotension in our study. Chan et al 20 showed that improved Kt/V Daugirdas from 1.2±0.06 to 2.04±0.08 after 2 months (P=0.02) using nocturnal home HD could lower 24-hour mean arterial pressure (from 102±3 to 90±2 mmHg, P,0.01), total peripheral resistance (from 1,967±235 to 1,499±191 dyne s cm −5 , P,0.01), and plasma norepinephrine (from 2.66±0.4 to 1.96±0.2 nmol, P=0.04). 20 Others also noted that improved uremia control with longer periods of intermittent dialysis (6-8 hours per session) could lower blood pressure in the absence of any change in extracellular fluid volume or dry weight. 21, 22 Patients with predialysis hypotension had lower rate of previous hypertension, and previous hypertension history was also a negative predictor of predialysis hypotension. This might also be one of the reasons that predialysis hypotension was not a predictor of mortality. Hypertension is a wellknown risk factor of CVDs. 23 Hypertension is also a risk factor for heart failure, which is one reason for predialysis hypotension. Therefore, patients in this study with predialysis hypotension had fewer CVDs, and so predialysis hypotension might not be due to heart failure.
Anuria was a predictor of predialysis hypotension in this study. Anuria was also a predictor of 12-, 24-, and 36-month 
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Predialysis hypotension in hD patients mortality. Anuria impairs both the removal of fluids and the clearance of solutes, resulting in increased morbidity and mortality. 24 Residual renal function declines progressively after initiation of HD, and many patients with end-stage renal disease have no residual renal function. 25 Predialysis hypotensive patients in this study had significantly longer duration of HD, and this might be the reason that anuria was a predictor of predialysis hypotension.
Limitations
To our knowledge, there are several studies 1,2 that discuss the effect of predialysis hypotension on mortality of MHD patients. However, the results are still obscure. This study has several limitations. First, it was designed as a singlecenter observational study. However, due to the single-center nature of this study, the HD diet and health education are capable of being more consistently monitored. Also, all the patients were selected at random. Second, according to the focus on the association between predialysis hypotension and related variables in discussion, the data about heart function like echocardiography or autonomic dysfunction tests were not gathered. However, in our center, these aforementioned studies were not arranged for all HD patients routinely. Finally, comparing the advantages and disadvantages of predialysis hypotension with regard to mortality is difficult and complicated, particularly in such MHD patients who are at a high risk of chronic comorbidities, such as cerebrovascular disease and CVD, because many factors affect mortality. From these abovementioned points, all possible risk factors correlated with MHD mortality were considered.
Conclusion
Predialysis hypotension is not an adverse predictor for 12-, 24-, and 36-month survival in patients who do not have DM and have higher dialysis adequacy.
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